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FIGURE 1 A 

ggXH 12.12 liefhfc chain i 
leader? 

variable i 

DIVMTQ6PLSLTV0?PGEFASXSCRSSQSIi&^ 

VPDRFSGS GS GrTDFTIiK X S RVE AED VGVYVCMQARQTP PTJFGFGTRVDX R 
constant: 

DaTYe&fiST&TkSICADYeKHKVra^ 

FIGURE 1B 

CHXR-12.12 heavy olivin e 
leader i 

KEPG&BWVFLVAJCIiRGVgc 
variable : 

QVeLVRSGCqTOrvpPGRSIjRfcSC^ 
SVKGRFTTXSRBNaittTfcYfcQIWS^ 

coop t ant i 

ASTKOPSVFPI**AeK0SflQGTJMU^ 

I^^PPKPraTIiMiaRTPBV^CVVVDVSHTOPE^ 
SWIiTTnUBQDWfctfGKBrc^ 

MHEA!iHNHirTQ?Cfltiaii0PG?C 
alternative constant regions 
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FIGURE 2A 



DNA sequence of light chain ofCHTR.-12.12: 

S'atggcgcxccolgfctcagclcctggggctgoluat^^ 
octgaccgtoacccciggagagccggccj:ccu|£^ 
gtacctgoagaagccagggcagtctceacaggtectgatct^^ 
gtggstcaggcacagattttacactgauaatcagcaga^ 

ccattcaotttcggccctgggaocaaaate^ 

tgaaatctggaacigccteigugtgrgcctgctg^^ 

aatcgggiaaclcccaggagagtglcaoqgagcaggacagcaaggac^go^^ 

agoagacLaogagaaaoacaaaglciaegcctgcgaaglGacpcaic^ 

g9gagtgttag3' 



DNA sequ&nod ofhaavy chain of CHIR-12.12 (including introna): 

S'atggagmgggctgagotgggrtUcettgttgctattt^ 
gglccngcctgggagglccctgagoctctccl^ 
caggcaaggggcTggaglgggiggcagUatatcatatgaggaiwgte^^ 
iciccagagacaattccaagatcflogcrtgtatot^ 

ESggfitalagoagcQcctgBgcotguct^tggggccagggaaccctggtcaccgtctcotougoaagtacoaagggccoatccgt: 
cttccccctggcgcccgci^caagagcacctclgggggoaoagcggccctgggotgcctggtciirtBgactacttccccgHaccgg 



oagoglggigoocglgocotcoagcagcngggcacccagac^^ 
acaagag£iguggtgagaggc^agcncaggg£igggagggtgtolgctgBaagccaggctcagcgctccigcctggaogcalcccg 
EctatgCiifitcccugtocagggcagcaaggcaggccocgtctgcciciJcacccggaggcptctgcccgccccootouigctcagg 
gagagggtoHarggctttUccccaggctccgggcaggcacaggotaggtgcccctaaccoaggocctgcaoaoaaaggggcaggt 
gctgggctoagqccLgccaagagccatatccgggaggaocctgcc^^ 
icagctcggucacctteretcctcccttgattc^^ 

coooogtgcccnggl^ogccBgccoaggccicgccctccagclcaaggcgggacagglgcootag^i^gcctgoatocagggac 

aggcoooagOTgggtgcigacacgtccacctccalet^ 

aaaacccaaggacaccctoalgatclcooggaccw^ 

agttcaaotgglaogtggaoggcgtggaggigcataaigccaag 

ggteagcgtcctoaccgtcctgcaccaggaistgEG^^ 

ccalcgagaaaaccQtctocaaagocaaaggtgggacccgtggggigcgaggg^caafltggacagaggccg 

lotgocclgagogtgaoogctgtaccaacctctgicaciacagggcagcccogagaaccacaggtgtaoaccctgcococatoccgg 

gaggaBatgaccaaganccaggtcagcctgacctgcDtggtcaaeggcltolatccoagcgaoatogccgtggagigggagagcaa 

Igggcagccggugaacaactaottagaccacgeclcccgtgct^^ 

aagagcaggtggcagcqggggaaisgictoto^^ 

ctgtoccgggtaaatgaa 1 



FIGURE 2B 




ctcaggnctotactccolcag 
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FIGURE 3A 

OHIR-5.9 light chain i 
leaders 

variabXa c 

AXVMTQPPI*S0PVTl4Ga*ASlSCRS0QSIiVH0^^ 
VPDRFBGSQAGTD:fTIjKXSRVK&^VGV^ 

KTVAAP0VFXFPP0P&eXiR0GTA0WCIJ4^^ 



FIGURE 3B 

OBXR-S.9 heavy chain : 
leaders 

variable : 

HVQI.VgSGyvEVKK^GS0XiKI0 
SFQGQVTXSJU3iCeXGTWri.QWSSX«^0DTM^ 



constant: & 

A3TiO3PSVFF2^PASK0T0GGUlAAXiGC^^ 

YSLsewrvpsseiiGTQTYxcmr^^ 

LFPPKPKPTLMXgRTPHSTTCJinra 

TCttVXGFYP 0DXAVSWS0KrGQPBNffirKT7PP 
MKBALKNHYTOKSIiSItSFGK 

alternative constant regions 

AS TKGP 0VFPIAP 3 S KST S GGTAAI4Q CLVKOVPPEPVTVSWNS Q AI/TS GVHTFP AV£»Q £S s QX« 
YSXj00VVTVP000&GTQTYXGHVHBRP0ira^ 

MPPKPraTO^MisRTparrocr^nrvw 

SVItfVXiHQDl^NGKEYK^^ 

TCLVK<3Pirp0DIAVEWESWGQPBa3WTnfCT^ 

»BSAXiBm7TQK0£i0Xi3PGK 
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FIGURE 4A 



Coding sequence for short isofbrm ofbumaa CD40: 

I ntggttcgtc tgcotctjrca gtgcgtcclc tggggctget fcgctgaccgc tglcoatcoa 
61 gaaccaccca ctgeatgeng agaaaaacag lacctBalaa acagtcaglg ctgvtcMg 
121 Igccagccag gueggaaact gglgagtgoo tgcacagggt tcuctgaaac ggaatgeett 
181 ccttgoggtg rmageguatt cctagacacc Lggaaoagag agacacactg cooocagcae 
241 aautaclgcg accccnaccL agggcltcgg gtocago&ga agggcaccte agaaacagac 
301 accatctgca cctgtgaaga aggclggcac tglaogagtg aggceigtga gagcigtglo 
36 L clgcaccgcl catgotcgcc oggotttggg gtcaagcaga Ugctacagg ggUlctgat 
421 acoatclgcg agccctgccc agtcggcltc ttctooaatg tgtoatolgo tttegaaaas 
481 tgtcacccU ggacaaggtc cecaggatog gctgugagce ctggtgglga tccccatcat 
541 cilcgggatc ctgttlgoca tcotcttggl gctggtcitt aicaaaaagg tggccaagaa 
601 gcoaaccaataa 



FIGURE 4B 



Encoded short iaofbrm orhuvnan CD40: 

1 nivrlplqcvl wgolltovhp opptacrelcq ylinsqccst cqpgqldvsd ctcftctccl 
61 pcgesefldt wm-athchqh kycdpnlglr vqqkgtsctd liotceegwh olseaposcv 
121 llirscspgfg vkqiatgysd tioepopvgf fenvesafelc ohpwtrspgs aospggdphh 
181 lrdpvohplg aglyqkggqe am) 
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FIGURE 4C 



Coding sequence for long Isofomi orhwnsn CD40: 

1 atggttogto tgcctctgca gVgcgtcclc tggggctgot iectgacogc tgtooatcca 
61 gaaccaccca ctgcatgcag agaaaancag tacclaataa aoagtcaglg cigucittg 
121 tgccagccag gacagaaacl ggtgagigac tgoacagagi tcactgaaac ggimigcclj, 
181 cettgcggtg xwagcgaaii cctagacacc tggaacagag agocaoactg ccaocagoqo 
241 aaataetgcg acccooacct ugggcttogg gtccageaga agggoaooic agaatteagac 
30 1 accolctgca cclglgaaga aggctggcac tgtaogagtg aggactgtga gugctgtgtc 
361 otgoucogct calgctogcc cggcttlggg gtcaagcaga ttgctacugg ggiliotgat 
421 accalcigcg agccctgccc agtcggcitc ttctcoantg tgtoatctgo Utcgaaaaa 
48 1 cgrcaccctt ggncnugotg tgagaco^acv gucotggtlg igcaacaggc aggcacaaao 
541 aagaotgatg ttgtotglgg tcoccuggat: cggctgagag ccctggtggt gatcccpat© 
601 atclicggga tectgttigo catccieitg gtgoiggtol Uatoaaaaa ggfggccaag 
661 aagccaareu ataaggooco ccaccccaag caggaacccc aggagatcaa ttttcccgac 
721 gtiiottcclg gofooaacac tgclgctcca glgcaggaga ctttacalgg aigcoaaccg 
781 gtcacccugg aggaiggcaa agagagtcgo atotcagtgc aggagagaca gtga 



FIGURE 4D 



Encoded long isofbrm of human CD4Q: 

] mvrlplqcvl wgcjftavhp cpptacrekq ylinsqccsl eqpgqldvsd oleftctecl 
61 pcgcsafldc wnrothchqh Icycdpnlglr vqqlcgtsctd tictcoogwh ctseacescv 
121 Ihrscspgfg vkqiatgvsd tioepcpvgfftnvssafbjc chpwtscetle dlwqqagtn 
181 Icldwcgpqd rlraWvipi iiyifWJI vlvfllclcvalclcptakaphpkqopqcinfpd 
241 dlpgsntaap vqeilhgcqp vtqodgkosr lwqcwj 
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760' 



250- 




1* 



!g<31 1 rno^Kg 
CHIR-12.12 1 ma/kg i.p. 
VelcacjB 1 mg/kg 

■Chiron 12>12 1 ms/kg i-p- 
pUjs Veloade 1 mg/kg 



151 vs. CHtR-12.12 l.p. P>0.08 

3Q1 vs. Velcada: P»0.0S 

]G1 vs. CHIR-12.12 [.p. + Vbfoado; PO.C01 



Pays after tumor inoculation 



FIGURE 5 
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FIGURE 6 
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